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PENTAENOIC ACID DERIVATIVE,
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' Abstract:

Abstract of JP7316092

PURPOSE:To produce the subject compound having an improving effect on the

astrocyte function, remarkably reduced in toxicity and useful for therapy of a
neuropathy such as Alzheimer's disease, e.g. by conducting a catalytic

hydrogenation reaction of a specified compound. CONSTITUTIONS compound
of formula I [R&lt;1&gt; is a 1 to 10C alkyl in which one C is substituted with F;

R&lt;2&gt; is hydroxy, a 1 to 4C alkoxy a phenyl-substituted 1 to 4C alkoxy or

NR&lt;3&gt;R&lt;4&gt; (R&lt;3&gt; and R&lt;4&gt; are each H, a 1 to 4C alkyl or

phenyl, etc.], preferably N-(1carboxyethyl)-6,6,6-trifluoro-2-propylhexanamide,

etc., is synthesized, e.g. by conducting a catalytic hydrogenation reaction of a
compound of formula II (R&lt;1a&gt; is a 1 to 10C alkyl in which one C is

substituted with one or two F; R&lt;2a&gt; is a 1 to 4C alkoxy), etc., or by
conducting an alkaline hydrolysis reaction of a compound of formula III.
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(iii) 7i-JH, (iv) Cl-4©7;^^>I*rc
\t*)m*>')vm7?wmztiT^z>y=.~)vm. (v)
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««if* i<@^T*4-7Mo«&sre®fcsnT

Sfc&trr. &«U R 1 ttF- (CHi ) 4 F-
(CH 2 ) s F- (CH 2 ) e-, F 3 C~CH 2

[MM 2] HR*(I)TS«*tl«flS«llfc*ViT.

R 1 **, H@CD^HWi^3<H©7'y^H^Tfi^
s*rr V)« c i - 7 07;i^«&»fc>-rMM ilcfB

[MM 3] -ttaSd )WSnsft6«l:^^T,
r 2 atfcFn^afc c i-4cor;i/3^^s> :7x—

[MM 4] -«5tt I )T**tlSft*«fc*^T,
R 2 **NR> R 4 & R 3 *5£tfR< fcK-tUfn

MtTd) **K?. (ii) C1-407JPW
£. (iii) 7irWfc (iv) Cl-4©7A3*v'i

(v) a*M^*l«*Wr*4-7«<D**l8, £fc

tt(vi) 7x-M, Cl-4©7^3^>SSfctt*
;i^#*s^STsaisnrv>* 7xzju^sv^^^

1 «*rr* 4-7M©«^Tg«$nrv^
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-)V7a¥)V) ^>?>m* 6-7x-;i/-2-yntf

5-7i/^y- 2 -yntf;i/^>^>
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7 --*?7->m.. 2 --/D^y^^^ 2-Xh

*it\t2 -7u&i,- 2 -<>y>>mx$>2>m&mi 1

[m*m2i] tt&mifi. 2-^u^-n, n->>

^>7$H, 2~7rDt!;V-N, N-^^^;^>^>
7$H, 2 -7patf;P^^^>T5 K, £fcte2-:?*n

[iM2 2] fls**#, 4-e^u^/*;i^-;v
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(I)
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&&zfijt<D&ttm&. (2) (i) T^$n
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t;*o«f«B«©«ifcW*, (4) (X)
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COR6
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rf5f>FP1M' K S^D^JT^tTOO, £«*Mi
^fC^~>3.7> (Schwaun ) tflTB. -?>h)V (mantle)

^ (ependymal ) WmhlfVTm&O&foH&Z.
[0 0 0 7] ~^-\3><DMm ft{k\m\ZM£L$l£m

[0 0 0 8] «*, (7^A>f^

*U g>rm~:i-P>£]&9HtJ^'J7fflfiS, ftK

teoT^rfc [Scientific American, p.p. 44-52, April

(1989)] . ftif&£, 7XhDit-fhfc^P>Ot

7$ /mm car. GABAtisiano > oram.

[0009] ^^^oflgm^T, ^a-n>w
^enses&^jaictt, 7x kpim hrt»&wisn&
U7^f-f^7XhD^ Hc«fcSU7£'r-r :/7X h

P1M hyXW^tlTl^ [J. Anat., 106, 471

(1970) ;Dev., Biol., 72, 381 (1979); Adv. Cell. N

eurobiol., 2, 249 (1981) ] . flKMflmiZfflgrrsU

f"4 77Xbu*M bzs7><DmmRfetfi-3.—n><D&

&RKtt\&&zrz£&mrrz#&tfttftit [sc

ience, 237, 642(1987) ; Brain Res., 481, 191 (198

9) ; m& 547, 223 (1991)] .

[ooio] z<DmmKfo\z<b~rfrz>vT?T'4 7T7s

tkMt)m&*>tlT^Z>& [Cytobios, 61, 133 (199

o)] , mz&s-r^zbcDteftmffc&m^
(NGF) [Biochem. Biopnys. Res. Commun., 136, 5

7 (1986); Brain Res., 560, 76 (1991)] W&tfrfccktf

j8-75n>f (0-APP) [Neuron, 3,

275 (1989) ; J. Neurosci.Res. , 25, 431 (1990) ; FE

BS Lett., 292, 171 (1991) ] 0)§E^T$>5o

[0 0 11] 0-APP<Z>%5iJi* U7^f^^7Xh
PiM htf*j3 -75 0-1' K<Djg$^&£Wtg&£^&U

^ KyXttt^li«5tI^$nW5 [J. N

enrol. Sci.,112, 68 (1992)] 0 3 -75 P-f KSt^

v>£ [Proc. Natl. Acad. Sci. USA, 82, 4245 (1985);

Brain Res. Reviews, 16, 83 (1991) ;ll?S t 12^ 383

(1991)] .

[0 0 12] 3;fc> 'J7^f^^7XhPlf-f^^

i0 ft [Science, 250, 279 (1990)] CDfflS20;*j£ 1 O^fS

*si**fiua*^*c£tfjifflsn. ngf $> 0—7
^o>r f cfc ^> - rL-d brmmm^s *>&
ei/T^Silt^i^Lt^^ [Proc. Natl. Acad.Sc

i. USA, 87, 9020 (1990)], &-7^U^ b\X,

#)V$ a>^N-^fJP-D-7X/^7^>i (NM
DA) <0J:3^PSftTay^{CckS^j.-u>^$:{S
itt"*^tfcJ!,ai2ttTv>£ [Brain Res., 533, 315

(1990) ] „ ztizommt* 7)vyf\4v-m\z&tt

L/TV^OTtt^lr^^fe^^nTV^ [ Neurolog

y, 40, 33 (1990); Neurobiol. Aging, 13, 239 (199

2)] .

[0 0 13] <ST*» U7^f^^7Xh
DIM hvX^il^lire^^^^^ViTti,

u y%7~4 b dim h©£Sft*iB£3i'<*£#
30 \Z, 7ybm&!%<Dm&M*m^Ti)7>7T4 77Xb

DIM b<Dgi£Jc^v>T&f*Lfc<> ZrOteZk, m&^tb

im h©»*t*-&miitt^U7*tta6 (gfap)

^J8»fc (IE*) awasn*.
[0 0 14] ^ne*l«il/fc5«, U7^-f?7

40 Xh DIM h©«Wfc*^-6«IB»*ft*jS*Ufc.

# U VI*7**)V&£&#)V9 5

«W»fC*r«»*GABAA5l«#©*Stt, «i*7X

k*SK7X hair>f hoMMttOMmiWKTr^z:
50 tfcj:^ruT^x-f^r^hp^ vimm*tiz>z.
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[0015] sui<Dz.£&wtt-?z>£. mm&mzur
X SPU--f h©GABAAS$Mlr«TU

OTWh*-fX ^JCNGF^j3-APPCD^^
&&mzr) % *n$wm$im\zftMVTwm&M<Dmi%

\z&r>T* rxbuv-i b<Dmmmmj%\z&z>wi&&&
£zs/itr£\tt®j~rz> z. t&~c$z>£^z.

[0016] m^\z^r\t, &&L=-^-n>

$*jco&#ffi#}^u -3.-o>je^i;s [b

&1MX>Xi£, 1991^9^^, 5 21] a IK^T, ®S

GABAA^M^iU Ur^f^^7XhD

mm&mm-r* z. t&xzz>t** e>nz>*

[0 0 17]

[ft*C08tffi] £fl£T, TXhDlM h©GABAA

[0 0 18]

LTztem, ^^>^>^iWGABAA^

[0 0 19]

m*&ffit<D&m (i) T7fk2tLZ*¥&wfc

nt)irte^T?*^ -as-a (x) -c^n
^^W^ue»n^fl:^<D5^, 2-7Dtr;i^>

2-:/nbr;wv/^>Bk 2-^ntr;^^

a^>;1/^>^>&, 2-^n^5/^>*>B*
f;nxf;k 2 ->^DA*'>M>^>fix^x
Xfik 2- (2 -i/^U^^)VX.^)V)
m. 2- (3-^oA^>;K/ntw ^>^>^,
7-7;i/^D-2-^ntf^^\^>^ 8-:7;M*n
-2 >fc. 9-7;M-n-2-:/nfc!
;M^>H, 5, 5. 5-h'J7;Vtn-2-^Dtr^

(6) ^H¥?-3 1 6 09 2

^>*>K, 2-^oo-2-^Dtf;K>^>K, 2

-yp^-2-^>r>S, 2-^Dfcf;U-3-^>
^>&, 2-7rDtf;p-4-^>^>^ 2-x^;i^
>*>&*5<i;tf 2 -x^;i^*it>&KrrT£&fc(Dft;

[0 0 2 0] 2~-7uV)l^>*>mWVl,7
uWttLX. ^2-^De;K>^>75 KttAVPy

M^nti^c 2-yntf;t,-4-^>5r>K, 2-
j<9 yp if 3 -^>^>g:fe<fctf 2 -ynf;i/~ 2

Jl^>*>&, 2-x^;i/^\^>^ctrX2-^Dtf

5 [Neuropharmacology, 24 (5), 427-435 (1985) ],

[0 0 2 1] 5, 5, 5-hU^;^n-2-yntf^
^y^Btttt^a^tLTlWF 6-116200»w^

^£nTU<5„ JKTfcfEOTSfl^fttt, Chemic

al Abstracts ServicetCiS^T^TabS^ v>mfc

a? -NO.T&^o ) . 2~7u\Z)],'\~7?>m (31080-39-

4) % 2-^Pt!M^3'>S (31080-41-8) , 2-^
Pt!^/t>K (65185-82-2) . 2 -^DbT;^*>K
(123790-07-8) , 5-^f^-yDtTM^>l (9

4072-28-3) , 2-is9W\*i/)V*>*>WL (19986-1

6-4) , 2-">^DA+i/jK>^>^^HXf;l/
(102617-56-1) > 2 -y^D^yM>^>SX?
JPXXr^ (22579-21-1) . 2- (2 ->'^a'V^> iH,

X^;P) ^>^>^ (28396-40-9) , 2 - (3-~>^n
-VfrS/JI^DlMW ^>^>^ (15331-26-7) .7-37

30 )V*U- 2 -^DbMl^V/^Vg (6863-43-0) , 8-
^;V^*o-2-^Dtf;^^^>^ (3847-39-0) , 9

-^;^n-2-^ntr;vy±>^ (3847-35-6), 2-
^DD - 2 -yD fc?JWS>^>& (143100-15-6) a *

2-^Dbf;^^^>^ct^2-yutf;M^>

[0 0 2 2] /WPi©7XhD^ McfcTT

*ftUfli:LTtt. (1) r-7^ySi75/h7>X7
(GABA-T) »tt*»«|-r*C:t [ Neuro

pharmacology, 25, 617 (1986)] . (2) zi^—fyZ-i
40 7lV&®fcX&Z#V7\i-bi'3y>77a"T<1>(D&

S*H*"r*^t [Brain Res., 4_59_ , 131 (1988)

] . (3) ifVrmmvmmm [Braio Res., 554, 22

3 (1991) ] , *5<fctX(4) GABA#0&3MDfcd6ca&
fn&&fcfrtt&z:t [ Neurochem. Res., 17, 327 (1

992)] ^StfcftSnT^S^Tffcot,

[0 0 2 3] ±iS^^(D^*^A;l/^n^t

5» t*^«-ra^ttt^<^iET»s. a&fc, 2-y
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Dtr;i^<>*>&, 2-^Dbr;^>^>r^ 2-

:/nejW'\=M->», 2-^pfcr;^y^>K, 2

DtMM-^>^ 2-yoh!;i//^>^ 2-^ntf

x^xxrJK 2- (2 -->^n^v;ux^;i/)
2- (3 -v-^n^v;^ntr;P)
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(xvn)

IDA

Br

(C)

<^(CH2)n

R^COR6*

(XVI)

-^(CH^^COR6* (xvm) le ( Hi

)

OH

-^(CH2)fl-^COR8a (XIX)

[0 10 4]

IS ( iv )

* * [{fc3 6]

JggXggC (B-3)

i
CHz)n

<X-a2)
R^COR68

'^(CH^^CGR*
(xvra>

LDA

R*-CHO
(K)

OH

(xxn)

v
(CH2)n

COR
(X-al)

(CH2)n

R8"S;ORB
(X-a2)

i (X-a)

^(CH2)n

"V-COR* <XXI)

X

XH(vi)

^•(CHaJn

JLr
11 (X-b)

R5^COQH

IS ( vii

)

Xg ( viii )

<CH2)n

Lei (x-d)
5^CORto

1) IAH
2) PDC
3) NaClOg, NaH2P04

[0 10 5] g«XS**, R 7b Ktj£HO- (CH 2 )

££*bU R'-ttSHO- (CH 2 ) B - n

tt«r8Btigi;jKi*&*t)'r. ) ^^n^s, f 3 c-
ch 2 -g, mmm?i*iti*2m-cm»-ztiT\,*2>c

x;^>ii £&tt2m?@&2nTv>&c i -sot

sbf. DASTi5<fcrfLDA^I2<hl^i;iS5lc^

**>U LAHtliU^ATA'S^AkHUH*, 50

[0 10 6] ^Bj^§co^S^{Ci5V^T, KJ£S=J&&«

[0 10 7]
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53

ct^f-So «Atf, -&5£ (vii) ^$ns^
[0 10 8]

Hfc3 7]

^CHO

[0 10 9] T^$n-5^b^«rfj|S$nT^^o *
fc, HBK (XV) ^n*ft«*©5*, S i0

[0 110]
Hfc3 8]

,CHO

[oiii] -c^$n*fls^*tttt)E**iTVis. *
fc, hk* (xx) ^nsfl:^©^^, *
[0 1 1 2]

Hfc3 9]

[0113] -c^$n§fl:^*ttmiR$nT^5« *

[0 114]
HMO]

(CeHsJa—

P

COOC2H5

[0 115] TSSWft^HH «^«#JRO
[0 116]
[flS4 1]

a?

5»

COOC^Hg

[0117] t^sns^t, mE®hU7x~A'

54

ttOHfi^rtttt. Physiol. Cbem., 282, 137 (1947) *3

cfctf#H»WS! 4127604^M«»fcB«$nTlsS.

[0 118]
[*»Wft-&ftO*aflHH -HE* (I) T^^ns*
*wfls&**J:^*a (x) -e^^nsfl:^*,

MAfcfc <«Atf. 7;VS//W*7-^ m
mt&&wmffltfe* mmm±mm, *u-7*mhi

. mmm imvt&mmm

^xm*m) <Dm&&mvfe>nz. maa

[0119] som i : rxha^ h©«tg&#fftfl

GHfcBrtts] rxhnt< h<&SI® :ii7-; h (10
^) ^^BMaiu iiKHini7D^h4tx9>rH
tf^XlCTfifc&Lfco 0.25Xh»J7r^>*«fclX0.02XD

N a s e I KTflUlU 1 0 XF C S -DMEMTSS
ttU ftbftttLfc. 1 OXFCS-DMEMfcTH
flM&. y^afcattu 3 7T\ 5%co 2 o«

MB«»£L&. fc*5, f§&nfc!Btttt9 5*SU#G

[0 12 0] GFAPtlfeJ:tfGABAA5«f#*
« : TXND^ hOMBMMMltt. GFAP^iiQ
*<D^fM*5 J: GABAA<#f|EJ&«0«T»««fm

l:T««ttBJtTl:. 3xio- 6 M GABAfi:#tcJ;

o-c*jB3*i*c i -mm&mfevx. gaba«s©
i^tiL sskmubsic, gfap^me
l i sAteti^TWit. 34^, nmizm^it/vv

[0 12 1] DHJH tt*&*5fc^-r. fc*5* GF

A

[0 12 2]

Ml 5]
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GFAP^g G A BAA
cam itttl^ (%) (pA:iean±S.E.)

100.0 80 ± 43

0.8 30.8 254 + 106

VPA* 1.0 36.3 432 ± 98

3.0 44.3 1301 ±156

* VPA i><)\>'7umThW»&

(29)

55

£5 : rxhPiM t^mmmm

[0123] msftttftz&stz, T&mtzm&zti

+M KOjB«tft5GFAP«€*(Bl:j»«l/tH

[0 12 4] 3£gfc0Jj2 : U7^f^mhDW He
jfr*GABAAs«*©*»&0*"r<5ie*

me

tarn m m G A BAA «gf*ffiS

m n (H) (pA:nean±S.E.)
j

« m 8 + 6

2 0.3 193+103

1.0 623 ±227

2( 2) 0.1 114± 81

0.3 527+201

2( 5) 3.0 326 + 148

2( 6) 0.3 184.0 + 118.1

3.0 528.0 + 160.2

2( 8) 1.0 470.6±124.9

3.0 808.6+325.4

! 2( 9) 0.3 236. 4± 85.5

2(10) 0.3 800.0 + 415.6

2(12) 1.0 672 ±242

3.0 1109 + 227

[0 1 2 63 C^l 7]

(10 6 cells/dish) . ^U7^^7Xh
dim b&ttmzikit& «»u *9m&m&$ti*

OGABAAa«»iWfi»«l fcPMKLTWSl,

[tt«] 6 ^ii« 7 fc^f

.

[0 1 2 53

[1*163
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(30) &§!¥7-3 1 6 0 9 2

58

3*7

[0 12 7]

GABAA 5§*J&£
# % WO (pA:«ean+S.E.)

8± 6

0.3 37+ 28

VPA* 1.0 198+141

3.0 1263+303

7 0.3 213.1+150.1

1.0 661.7 + 308.3

7(1) 0.3 260.0+ 47.3

7(2) 0.8 780.0±228.4

7(4) 0.8 163.0± 60.4

7(8) 1.0 59.0± 20.6

7(9) 0.3 512.1+233.1

8.0 226.3+ 60.5

7U4) 3.0 285.7+ 108.6

urn 0.3 105+ 65

1.0 417+140

7(17) 0.3 259.0± 83.7

7(18) 1.0 858.6+440.7

7(26) 3.D 344.7+342.5

7(28) 122+ 44

7(30) 0.3 233+ 90

1.0 675 + 201

0.3 51 ± 28

7(81) 1.0 565 + 278

3.0 590 + 180

7(32) 0.1 48+ 20

0.03 40± 23

7(33) 0.1 237+ 69

0.3 1260 + 521

7(37) 0.3 139+ 52

3.0 595 + 190

* * [*1 8]

|

mm m £ GABAA &mfc&&
(H) (pA:Bean+S.E.)

9 8.0 467+187

0.3 35+ 15

11 1.0 I90±134

3.0 281+174

13 8.0 171+ 55

0.03 85+ 41

2-PNAtt 0.1 107± 50

0.3 380±124

* VPA :/W7Dfc*-M;*Zji
** 2-PNA: 2-^af;^t>a

«H*L&GABAA*««*«Clsia[S-&T^«. CO V>£<,

ctll &&®&ft&VT?T4 7TXhu^ 50 [0 1 2 83 H»f93 : #Mfflft-7* hniM HK#

Patent provided by Sughrue Nrtujm, PLLC - http://vvww.sughrue.com



(31) 16 0 9 2

59

<i b&i 4amm%kisrco mmhDt^h (3

X10 5 cells/well) \Z. 1 9 0 &<D?y hAlLfc

r)^tb^mvftnmmm (3xio< ceiis/weio &m

U*A& (3mM) ttTXhDIM MC#»B«DA
ztmmz&mis* m* omM)

CO 1 2 93

»1 9]

&8 : j^g^^gffi

H 13g

« R8

VPA* GO-7096

* VP A :/^D»th«J^^

[0 13 03 mmmA : nwHiLidHt««

^t)3OOmg/kgOMT101(Hl> 4 0^4
@jKK»^fc«fcDfrfcofc. mjmmm&5^60
CO 1 3 13 IB»»*ftlir»*»:X-?y^ry^ (st

C 0 1 3 2 3 [ftMU 1 ic^fo iBMMHttt
6.i±o.7 @, aae«» 4.8±o.s

dliiiMJmii 2.8±0.8 Israfcoifc.

A^DK^-hU^AttOtft^fciOlHiaS^tt 5.3±

0.8 b&rU ttmaic£*mM*fN9a£JHI

CO 1 3 33

0<g«1700mg/k gT2&5 (Merc

k index, mm. 1559M) . *aMK«sn

[0 13 4]

[BS&iB^©^] -*5S (I) *<fctf (X) T^Stl

10 m&mm£\sxmmx$>*tn?L*>n*. MX.& m&

to 1 3 53 *«wfc^*n«#*rt*«^j:r«-<o#
*tt©*€±C©BWTfflVi*fctt, a*.

cut. aaspsra

•fciOW*^ a#/*A-A*fctK lUHClmg
-1000m g(0«6fflT, 1 B 103^e»l§I«P!ft-^Sti*

tf\ SfcttlHIfcl OO^g-l OOmgOilT, 1

-aniens.
CO 1 3 63 ttP«#©^8&©H#ttrt*fc«* &3J>

&5t3iWiftm&mz&\,*T\z* nt^>mrc\t^rtiut.<D

^>^7A^) , «OT«iJ»« (r;^x>, y;^s>»,

50 7h*^ws*n*.
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[0 13 7] mn&-$<Dfceb<Oi&ftUtfL%ItiLT\*. &
mm. &mm* mmm. '>o.;m xy+s/wi«

mm, mmm<D&5tf:m&M* u-w*k a«», ^#

2868691 ^ ^3095355 ^WiWrt2il©*j*ftffi^*^

[0138] #ipa4©fc»oa»»i:i/m m

(&stffl&@*. ^s^tk^) -*wttfc#*tt<B#
r»j (yptri^>^un-;u #ux^i/>yya-

*y-^fc x*y-;k #uvM-h8 0 (»

Mtt. S6KB6J«B. SMM. ftrtflO, jfifeft

(t;mf->, ?)i**>m, tw5#>&* #ut?

[0139] cnen a*, (WfU7«*7

[0 14 0]

5kS *TO>** v 3 A«!)inK»IKffl U&MUiMRtEft:

[0141] &%mi
«4 2]

52

COOCH3

[0 14 2] 5-tFD*3/^>^t-^ (l.OOg) <Z>

^ (1 5m I) IC, 7;!/=f>»«rF, (1 -

x*^> (5.52g) ^jto^-T, 8 orn s^ram^L,

5A (A^>:ftgX^=3 : 1) *P^ilt, T
&o)®&m&*rrzmm<t&to a.i7g)

TLC : R f 0.42 (^\^> : IMX^= 2 :

1) .

[0 1 4 3] &&fW2
Ms4 3]

OHC COOCH3

[0 14 4] ##«lTWtbfcfc^» (3 8 9mg)
ofh7kHD77>w (5mi) ic, 7jirf>ftK

T» v*^X;M^>F (5ml) . h'JXfil/75
> (3ml) ^<kt;x^77-hU^W Htru^>
«#(6 19mg) fcJE&Jn^T, O^fffllttt

SISWKSX--^A'TWRb, flgfd*i<fcy>^-

3/U*y^*^A : imx^» 7 : 1) T
tt»U TIE(Dftttte£#T*£S*fr&l& (2 6 8m
g) £*#fco

T L C : R f 0. 55 Cv*-fr> : g^ixfjP= 3 :

1) c

[0 14 5] #s£0i]3

KM 4]

COOCH3

[0 14 6] yX^75/^7 7-h'J7M7^
F (DAST) (3 9 3 m 1) Oi^DD^^^B
& (2ml) \Z. 7/Hf>JHTF, IMW!l2T»ftL&

(2 6 8mg) 0jfejC^DP^^>8« (2m
1) S:-7 8tTilTlfco i^$ow 2.5i«mar

»«X^=2 0 : 1) "©AMU TfiOftttiMt
««Sft:£tt (2 7 5mg)
TLC : R f 0.49 C\*tJ-> : SSX^N 1 0 :

1) .

[0 1 4 7] ##0^4
Hfc4 5]
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[0148] fh7tFD77> (THF) (6ml)
£-7 81Cfc»SJU U^ASM V^uM)Vr^ F

(LDA) OTHF&fc (2.94ml) £flDA, 9»V
Tz. m&mmz, 4, 4, 4- hu^;^n^>itx
^xvwi/ d.oog) san*. -7 8tT2 0»iw
#Lfc. »&4&fc:/n/^-;P (0:47ml) fcflTFU

-78tTl 5#fflJ£#Lfco 2 N&grr?&

»axw=5 : i) t»«u TK©«tt«s*rr*
WmC&& (8 7 5mg)
TLC : R f 0. 33 (f\*V> : »ftX^= 5 :

1) o

[0 14 9] ##095
MS4 6]

aOS02CH3

COOCjHs

[0 15 0] ##«4T?«Bbfcft-&«lf (8 7 5mg)
^DD^^> (1 0ml) th'Jx^T5> (1

mi) ©fi'&*«fcw*u o m>%m
\Z, ^^>7s)V^=Z)U^U^-i H (0.446ml) SrifcT

L, 0TCT3 0^raa»Lfc. SJtWK«4cK:S€r. ft

= 10:1) THMU TB©«rtMI«*-r*«lft*
«l (5 4 0mg) £#fc 0

TLC:Rf 0. 33 (^3rV> I ft&X^;|/= 2 :

1) o

[0 15 1] ##036
[flS4 7]

COOCaHs

[0 15 2] ##W5T$«gL£>fc'&«& (5 4 Omg)
CD^>SII (6ml) i,

[5. 4. 0] -7-#>rJif> (DBU) (1ml)

x^jp-rlAmLfeo «aa«2N4ffl|. **«ktf«&Si*

20

5»

40

64

»X^=3 0 : 1) TfttBU TB©4Wt«&*rr-6
g®ft;^ (3 3 5mg) £#fco

TLC : R f 0. 55 ('\=Mf> : »»XfJI/= 5 :

1) .

[0 15 3] ftttffll

[fc4 8]

COOCH3

[0 15 4] ##«3T?W6Lfcfls£4& (2 7 5mg)
OX^Z-JMHIK (3ml) fc, 7JPrf>aaiT, 10
%n?*J*?ixVm (3 Omg) £j&nA, **ft«TF. £
iT8^«L<mfc. Kim&m&~£7'( buz

T L C : R f 0. 62 (^\^-9-> : »Sxf^= 1 0 :

a? 1)

[0 15 5] m&M2
Mfc4 9]

50

COONa

10 15 6] KHN 1 THbfcftMTM^ y-A«
& (8ml) fc, 5N*tftthU!>A*»« (2m
1) £Jn*.T7 0t7?2Mj|#tfco

y'J^y^7A (^>:SKx^=5 : 1 ~
2:1) T?««U 7'J-©*W>i# (2 3 8m
g) Zinox^/—A4*tt (5ml)
Mb^-hu»>A*»tt a.06mi) *mx. metzmm

TLC : R f 0.21 (n —\*-0-> : SiXf;i/= 5 :

l) ;

I R : v 3392, 2935, 2871, 1557, 1456, 1416, 131

8, 1173, 1123, 1058cm 1
;

NMR : 6 5.87 0H, tt), 2. 22 (IB, m) , 1.98-1.23(12

H,m), 0.94(3H, t) „

[0157] mmm2 m -2 (1 o>

«3«7^rtH*l^ #^#J 1 -##0J 2 -»#

mm 3 -nsg^j 1 -sown 2 1 3

1 2 £fcli###J 1 -»SOM 1

[0 158] »&#]2 (1)
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[ft5 0]

F

[0 1 5 9] TLC : R f 0.24 (n-'v¥"*> :

X.^)V= 3:1);
I R (KB r) : v 3436, 2963, 2937, 2875, 1639,

1558, 1495, 1412, 1326, 1195, 1123, 1048, 964, 583

cm
_1

;

NMR : <5 5.89(1H, tt), 2.23(lH,m), 2.0-L2(8H,

m), 0.95(3H.t).

[0 16 0] mMW2 (2)

[ft 5 13

[ 0 1 6 1 ] T L C : R f 0. 01 (n : mm
10:1) ;

I R : v 3366, 2934, 2863, 1557, 1416, 1124, 1032

cm
-1

;

NMR : a 5.87QH, ti), 2.23(lfl,m), 2.00-1.20(14

H,m), Q.94(3H, t) .

[0 16 2] (3)

[ft 5 2]

[0163] TLC:Rf 0.64 (n— : INK

X^;U=1 : 1) ;

I R (KB r) : v 3401, 2874, 1564, 1447, 1417,

1380, 1320, 1182, 1121, 1048, 1005, 835, 755. 559,

427 cm 1
;

NMR : 6 5.87(1H, tt), 2.24(lH,m), 2.00-1.20(10

H,m), 0.95(3H,t) .

[0 16 4] $mm2 (4)

[ft5 3]

F

[0 16 5] TLC : R f 0.55 (n-'vH^ : mm
X^;l/= 2:1);
I R : v 3368, 2932, 2860, 1556. 1445, 1418, 112

4, 1039, 859, 727cm" 1

;

(34) 1$W7-3 1 60 92
66

NMR: 6 5.87(lH.tt), 2.22(lH,m), 2.00-1.20(16

H,d), 0.94(3H,t) .

[0 16 6] $mm2 (5)

[ft5 4]

COONa

[016 7] T L C : R f 0.41 (n-^\*H"> : mm
10 XfJN 2 : 1) ;

I R (KB r) : v 3651, 3436, 2961, 2936, 2874,

1640, 1553, 1458, 1412, 1322, 1113, 1021, 935, 563

cm _l
;

NMR: 6* 4.40(2H,dtd), 2.21(lH,m). 1.85-1.25(8

H,m), 0.91(3H,t) .

[0 1 6 83 (6)

[ft5 5]

20

[0 1 6 9] TLC : R f 0.61 (n-'vHJ^ :

X^;i/= 1:1);
I R (KB r) : v 3402, 2935, 2873, 1561, 1459,

1415, 1321, 1112,1037,750, 560 cm- 1

;

NMR: 6 4.43(2H,td), 2.23(IH,m), 1.90-1.20(10

H,m), 0.95(3H, t) e

to 1 7 03 mmm2 (7)

[ft 5 6]

30

[0 17 1] TLC : R f 0.43 (A^>:»Slf
)V= 3 : 1 ) ;

I R (KBr) : v 3436, 2936, 2862, 1556, 1467,

1443, 1418, 1390, 1337, 1257, 1211, 1178, 1145, 10

41, 837, 728, 656, 567 cm 1
;

40 NMR : 6 2. 33-1. 94 (3H, m) , 1. 67-1. 18 (6H, m) , 0. 90

(3H,t)o

[0 1 72] 2mW2 (8)

[ft5 73

[0 17 3] TLC : R f 0.36 (n-'vH^ : fltft

X^;i/= 2 : 1) ;

50 IR (KBr) : v 3401, 2982, 2937, 1561, 1466,
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(35) 1 6 0 9 2

67

1446, 1418, 1392, 1360, 1311, 1257, 1209, 1153, 10

97, 1041, 1017, 926, 846, 756, 656, 551, 422cm

NMR : 5 2.30-1.90(3H,m). 1. 75-1. 15(8H.m), 0.91

(3H,t) 0

[0 1 74] mm 2 (9)

Hfc5 8]

COONa

[0 17 5] TLC : R f 0.49 (n - <v*"iJ-> : Wf&
X.7)l>= 2:1) ;

I R (KB r ) : v 3431, 2937, 2863, 1639, 1554,

1460, 1443, 1415, 1390, 1319, 1257, 1190, 1146, 10

37, 838, 656 cm -1

;

NMR: 6 2.35-1.95(3H,m), 1. 70-1.10(12H,m), 0.9

0(3H,t) o

[0 17 6] mmm2 a o)

Hfc5 9}

68

20

F3C COONa

[0 17 7] TLC : R f 0.36 (n-^1f> : »Wt

X^;i/= 3:1);
I R (KB r ) : v 3436, 2937, 2876, 1736, 1555,

1459, 1420, 1390, 1336, 1256, 1200, 1148, 1083, 10

26, 839, 656 cm -1

;

NMR : 6 2.30-1.95(3H,m), 1. 74-146 (10H,m), 0.90

(3H,t).

[0 17 8] %mW2 (1 1-1 2)

[0 17 9] ^fi£092 (1 1)

Hfc6 0]

COONa

[0 18 0] TLC : R f 0.40 (A^-fr> : tf&X^1

;P=2 : 1) ;

I R (KBr) : v 3436, 2965, 2879, 1572, 1439,

1416, 1377, 1328, 1254, 1158, 1117, 1083, 995, 95

7, 866, 830, 743, 660, 625, 592, 515 cm «
;

NMR: 6 2.73-2.40(2H,m), 2. 25-1. 94 (IE, m). 1.70

-1.25(4H,m),0.92(3H,t)o

[0 18 1] £JM2 (1 2)

Mfc6 1]

COONa

[0 18 2] TLC : R f 0.22 (*v*U-> : #&X^
)V=3 : 1) ;

I R (KBr) : v 3431, 2960, 2876, 1562, 1460,

1418, 1389. 1340, 1306. 1257, 1227. 1155. 1099. 10

10 51. 985, 907. 858, 572 cm
" 1

;

NMR : 6 2.30-1.90(3E.m), 1.80-1. 20(60, n), 0.92

(3H, t)o

[0 18 3] m&W3
lite 2]

OCHa

[0 18 4] %ffifl|2 (8) TWftLfcfcfttt4>7U--

<D J] (0.5g) iCMlTtWJ^D
(1.85ml) SJmit, MT2^Wlfco £

^•>7-U> (2 1 8mg) ^J:r;h'JXW$>
(lml) (DiSJL^JVJL-f-frmm (10ml) \Z. 0

t;-eig*n^< K<DX-^;M8« (2ml) ^TL,

0:1) ©S^fflcTS^Sb, TIB0«ftt«**i-a
wmft&m (4 1 2mg)
[0 18 5] TLC : R f 0.43 (^\^> : fit^X^

;i/=2 : 1) ;

IR (KBr) : v 3449, 3243, 2951, 2870, 1655,

1603, 1546, 1515, 1459, 1445, 1417, 1393, 1364, 13

21, 1286, 1252, 1212, 1199, 1182, 1144, 1131, 109

3, 1036, 832, 741, 656, 558, 529, 430cm 1
;

NMR (CDCla +CDs 0D) : 6 7.46(2H,d), 6.86(2H,

40 d), 3.80(3H,s), 2. 38-1. 95 (3H, m), 1.85(8fi,m), 0.92

(3H,t) o

CO 1 8 6] $mM3 (1) - (5)

[0 187] ?mM3 (O
Ufc6 3]

50
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69

[0 18 8] TLC : R f 0.63 (^\^> : mktt
)V=2 : 1) ;

I R (KB r ) : v 3280, 3090, 2955, 2875, 1640,

1553, 1498, 1459, 1393, 1357, 1286, 1255, 1220, 12

06, 1155, 1136. 1098, 1045, 1027, 1004, 836,743, 6

93, 658. 580. 539, 491, 426cm 1
;

NMR: 6 7.45-7. 10 (5H,m), 5. 90-5. 60 (IB, br), 4.4

5(2H,d), 2.20-1.85(3H,m), 1. 80-1. 10(8H,m), 0.90(3

H,t) .

[0 18 9] mmW3 (2)

[ft 6 4]

[0 19 0] TLC : R f 0.38 (^00^ :

y—)V= 10:1) ;

I R (KB r ) : v 3293, 3253, 3189, 3133, 2955,

2875, 1660, 1603, 1547, 1484, 1467, 1413, 1396, 13

29, 1298, 1261, 1201, 1147, 1098, 1053, 1021, 942,

887, 813, 747, 712, 636cm- 1
;

NMR: 6 8.56(lH.d), 8.35(lH,d), 8.21(lH,dd),

7.61(lH,s), 7.30(lH,dd), 2. 35-1.90(3H,m), 1.90-1.2

0(8fl.m), 0.93(3H,t) ;

[0 19 1] $mM3 (3)

Wb6 5]

[0 19 2] TLC : R f 0.20 (^DP^A :

/-;l^=l 0:1);
itmytm : [a] -25.39° (c=i.oi, x*/—
M ;

I R (KB r) : v 3293, 3089, 2940, 2878, 1719,

1646, 1547, 1466, 1397, 1377, 1360, 1327, 1287, 12

60, 1222, 1210, 1132, 1054, 1025, 946, 837,659, 59

2. 422 cm" 1
;

NMR : 6 9. 20-8. 60 OH.br), 6. 40-6. 00 (1H. br), 4.

75-4.40(lH,br), 2. 30-1. 10(11H, br), 1. 00-0. 85 (3H, b

r) .

[0193] mmm3 (4)

(36) ^¥7-3 1 6 0 9 2

70

Hfc6 6]

[0 19 4] TLC : R f 0.29 (^DD$M : *2
J-)V= 10:1) ;

10 IR (KBr) : v 3302, 2960, 2876, 2664, 1694,

1661, 1591, 1552, 1451, 1414, 1359, 1288. 1257, 11

94, 1148, 1093, 1050, 1016, 948, 911, 815, 756, 68

5, 665, 564 cm" 1
;

NMR (CDCh +CD3 OD) : 6 8.07(lH,dd), 7.98(lfl,

d),7.78(lH,dd), 7.4K1H, t), 2.42-1. 90 (3H, m). 1. 85-

1.15(8H,m).0.93(3H, t)„

[0 19 5] «M3 (5)

Mfc 6 7]

20

[0 19 6] TLC : R f 0.54 (^ir>:l»x^
^=5:1) ;

IR (KBr) : v 3031, 2960, 2875, 1733, 1498,

1456, 1392, 1256, 1210, 1148, 748, 700 cm 1
;

NMR (CDCh) : 6 7. 30-7. 19 (5H, m) , 4.32(2H,t),

30 2.94(2H, t), 2.40-2.25(lH,m), 2. 10-1. 85 (ZB, m) , 1. 80-

1.10(8H,m), 0.86(3H, t) <,

[0 19 7] ##^7
Mb 6 8]

COOCH3

[0198] DAST (3 1 6 k 1) Ol^na^

40 afib&ft^* (4 0 0mg) <DmL*J2UU**>mWL
(2ml) ^-7 8°CTfgTL^o M^^OW 1.5

BMMB*U&. jE««£«*x-^;PT#RU

rasu Tm<D®imm&*rtz>&m{t&® d 3 2m
g)

T L C : R f 0. 67 ("\^1f> : gtKxfJl^= 3 :

1) •

[0199] $mmt
50 Mfc6 9]
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(37) 4MW7-3 1 6 0 9 2

72

COOCH3

[0200] m^m

7

a 3 2mg)
<D3L?s—)\,mm (2mi) \z, r)Vziy%mrf. 10
%A7yWM (lOmg) SJD^ *^SST, £

TLC : R f 0.48 {^*V> : ^X^= 1 0 :

1) o

[0201] mmws
Hfc7 0]

COOCaHj

20

[0 2 0 2] i?-(V7aV)VT$> ( 1.3m 1) (DM*
fh7tHD77>^i (10ml) \Z, T)V3>%M
T, 0<CT 1.6M n-:/^U^ACD^*1*>^&
( 4.6ml) fcttTU 3 0^i#lfco £&8rf£fc

7x-;piix^x7f;v d.oog) wfh7fcHa
7 (3ml) £—7 8*CTfKTL, 4 0£HMI
#Lfc 0 S^f^iCl -3-H^D/^> (1.24g) <&5=-

h7tHD77>^ (2ml) i^rlM^loftX*
^73 h (2mi) (om^mm^myv, 3mm®&v

*$Mkfr5A : IHIXW= 4 0 : 1) T*H

U jaT<D«ttttft#^*««fr&* (7 8 8mg)

TLC : R f 0. 43 : »KX^= 2 0 :

1) .

[0 2 0 3] $mm6
Hfc7 1]

49

COOCH3

[0 2 0 4] 2 - k h
, D^>'^>^>'|fi^f;l/XXf^

(1300mg) ©j;^^*^75 H*« (3ml)
fc, 7^^>»«T- 0 r-CAMb^ h U VA (10 9

mg) £JD*, ^iST3 0#|ffl«#Lfc. S^ll^WC
l-H-F:/n^> (2 6 6mD fciUA, 8l$fS!&#

tx^=3o : i) Tf»«u &T©«tt«**rrs
HMsMIl (9 lmg) £#fc0

T L C : R f 0. 75 (^*U-> : ^Xf;N 3 :

1) o

[0 2 0 5] $mW7
Hfc7 2]

COONa

[0206] mmm4-e9mvit4£&to<o*9 s-)vm
I(2ml) f:. 5N^th'J^A^« (0.5m

i) «n*, 6 0W2«ffi#i^

MJET^fiSUfco MEft5"J*y
;V*^A ("\^> : iSx^=4 : 1-2 : 1) T

7U-©*;P#>B* (1 12mg)
:n©x^y-;^ (2ml) fc, iN#BMW-hU
*A*&& (5 34mD £Jn*> MBLTT«©4M*

TLC : R f 0.12 (n-'V*tf> : I»X^=4 :

1) ;

I R : v 3368, 2934, 2862, 1557, 1455, 1417, 131

8, 1044, 749 cnr A
;

NMR: 6 4.43(2H,td), 2.23(lH,m), 1.85-1.20(12

H,m), 0.94(3H, t) „

[0 2 0 7] $mM7 (1) -7 (2 2)

im 4 -^ffiw 7 £ itu&zm i 4->mmm 7

[0208] mmm7 (i)

Mb 7 3]

COONa

[0 2 0 9] TLC : R f 0.38 (n-s\*V> : mm
X^=3 : 1) ;

NMR: 6 4.43(2H, td), 2.23(lH,ra), 1.89-1.22(14

H,m), 0.95(3H, t) .

[0210] $mm7 (2)

[ft 7 4]

50
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(38)

73

[0 2 11] TLC : R f 0.74 (n-^-y-> : gtjg

xer;V= 2:1);
NMR : 6 4.43(2H. td), 2.22(lB,m). 1.85-1.20(16

H.ra), 0.94(3Bf t) o

[0212] mmm7 o>
[ft7 5]

74

4#§i¥7-3 1 6 0 9 2

COONa

caCOONa

[0 2 13] TLC : R f 0.33 (n->\***> : gMK
X^;V=4 : 1) ;

NMR: <5 2.32(lH,m), 1.97-1. 80 (lH,br), 1.77-1.0

3(14H.m), 1.00-0. 70 (5H,m) «

[0 2 14] mmW7 (4)

[ft7 6]

[0215] TLC:Rf 0.29 (n-^1t> :

X3Ml/=4 : 1) ;

NMR: 6 2.13(lH,m), 1. 80-1. 05(17H, m). 1.00-0.7

3(5H,m) o

[0216] mmm (5)

[ft7 7]

COONa

[0 2 17] TLC : R f 0.35 (n-^\^> : ftR

X^= 4:1);
NMR: <5 2.17(lHt m). 1.78-1.05(196.00. 1.00-0.7

0(5H,m) .

[0 2 1 83 §&5£0f7 (6)

[ft7 8]

10

20

30

OCX,COONa

[0 2 19] TLC : R f 0.32 (n-^1J-> :

X^;V=3 : 1) ;

NMR: 6 7.30-7.05(5H.m), 3. 00-2.85(1H.d), 2.70

-2.40(2Ht m), 1. 70-1. 10(4H, m), 0.87(3H,t) o

[0 2 2 0] $imW7 (7)

[ft7 9]

[0 2 2 1] TLC : Rf 0.30 (n -+s&9r> : S«
X^=4 : 1) ;

NMR: (5 7.30-7.00(5H,m), 2.60(2H, t). 2.2K1H,

m), L75-1.15(8H.m). 0.89(3H,t) a

[0 2 2 2] $mW7 (8)

[ft8 0]

[0 2 2 3] TLC : R f 0.31 (n —'V*1f-> :

x^jv=3 : l) :

NMR: 6 7.35-7.00(5H,m), 2.58(2H,t), 2.30-2.05

(lB.nO, 1.80-L10(10H,m). 0.89(3H.Oo

[0 2 2 4] $mM7 (9)

[ft 8 13

COONa

[0 2 2 5] TLC : R f 0.21 (n-^\^> : mm
X^Jl/= 5:1) ;

NMR: 6 7.20(2H,m), 6.92(3H,m), 3.99(2H.m). 2.

27(lH,m), 1.89-1. 31 (8H,m), 0.95(3H,m) o

[0 2 2 6] <%mW7 (1 0)

[ft 8 2]

COONa

[0 2 2 7] TLC : R f 0.26 (n-^1J-> : IHR
X^= 3:1);
NMR: d 3.55-3.35(4H.m), 2. 36-2. 15(lfl.ni). 1.95

-1.23(6H,m), 1.16(3H. t). 0.9K3H, t) .

[0 2 2 8] m&M7 (1 1)

[ft8 3]

"O^^^COONa

50

[0 2 2 9] TLC:Rf 0.16 (n -s\*V> :

X^)V=2 : 1) ;
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75

NMR: 6 3.40(2H, t), 3.29(3H,s), 2. 35-2. 15 (IB,

b

r), 1.92-1.20(6H,m), 0.9K3H, t) .

[0230] mmm7 a 2)

[ft8 4]

[0 2 3 1] TLC : R f 0.32 (n-"v£1*-> : SHI

X^;P= 1:1);
NMR: (5 3.50-3.20(5H,m), 2. 30-2. 05 (IB, br) , 1.7

5-1.15(8H,m), 0.90(3H, t).

[0 2 3 2] mmW7 (1 3)

Hb8 5]

[0 2 3 3] TLC : R f 0.41 (n-'vH*^ : »Wt

X^;i/= 1:1);
NMR : 5 3.55-3.38(4H,m), 2. 30-2. 08 (IB, m), 1.70

-1.20(8H,m), 1.16(3H,t), 0.90(3H,t) „

[0 2 34] mmm7 (14)

Hfc8 6]

[0 2 3 5] TLC : R f 0.32 (n-^\^> :

X^;l<= 1:1);
NMR : <5 3.45-3.30(2H,m), 3.30(3H,s), 2.30-2.05

(lB,m), 1.70-1. 15 (10H,m), 0. 95H). 80(3H,br)„

[0 2 3 6] $mm7 (1 5)

[fc8 7]

COONa

[0 2 3 7] TLC : R f 0.22 (n-^it> : ffiB

X^=l 0:1);
NMR : (5 2. 32 (IB, m), 1.74-1. 02 (7H.ni), 0.92(9H,

0l) c

[0 2 3 8] mMW7 (1 6)

Wfc8 8]

[0 2 3 9] TLC : R f 0.38 (n-"\*-*> : INS

(39) 1$Bi¥7-3 1 6 0 9 2

X9-)V=4 : 1) ;

NMR : 6 2.15(lH,m), 1. 70-1. 10(9H,m). 1.00-0.75

(9H,q)«

[0 2 4 0] 7 (17)

Mfc8 9]

10

[0 2 4 1] TLC:Rf 0.34(n -s\tt> :

X2MI/=3 : 1) ;

NMR : 6 2. 25-2. 08 (IB, m), 1.65-1. 05(13H,m), 0.9

0(3H,t), 0.87(6H,d) »

[0 242] $mW7 (1 8)

Mfc9 0]

[0 2 4 3] TLC : R f 0.35 (n-^U*> : EMI

x^;i/=3 : 1) ;

NMR: 6 2. 30-2. 05 (IB, m), 1.67-1. 07(mm), 0.9

0(3H,t), 0.87(6H,d) .

[0 244] $mM7 (1 9)

Mb 9 1]

50

[0 2 4 5] TLC : R f 0.34 (n -^\^> : BWi

X^=3 : 1) ;

NMR : 6 2. 22-2. 05 (IB, m), 1. 65-1.05(13B,m), 0.8

8(3H,t), 0.85(6H, t) 0

[0 246] §&S£0iJ7 (20)

[fb9 2]

40

[0 2 4 7] TLC : R f 0.29 (n -'\*U*> : ffigt

X^= 5:1);
NMR : 6 2.20-2.00(lB,br), 1. 65-1. 10(8H,m), 0.9

5-0.80a2H.rn) o

[0 2 4 8] $mM7 (2 1)

50 Ht9 3]
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(40) #$¥7-3 16 0 9 2

77

[0 2 4 9] TLC : R f 0.53 (n-s\*V>
X^;V=3 : 1) ;

NMR : 6 2.24(lH,m), 1.70-1. 13 <10H,m), 0.92(12

H,m) o

CO 2 5 0] mmW7 (2 2) J0

Wb9 4]

COONa

[0 2 5 13 TLC : R f 0.47 (^DD*U :

/-;U=1 0:1) ;

NMR: 6 3.53(2H, t), 2. 28-2. 10(lH,n0, 2.85-1.20

(mm), 0.90(3H,t) «

[0 2 5 23 ^S£^7 (23) - (3 3) a?

0 icte^-r^;^ >|i^f;^ffl b\ i -

§&B&0! 5 -^JSfcl 4 7 £EtSfc&feLT&fc^

CO 2 5 3] &MW7 (2 3)

Hb9 5]

COONa

CO 2 5 4] TLC : R f 0.27 (n-^it> : mm
X^= 1:1);
NMR: 6 7.40(2H,m), 7.20(3H,id), 3.45(lH,m), 2.

00(lfl,n), 1.65(lfl,m),L30 (2H,m), 0.95(3H, t) „

C0 2 5 53 ££S6fl|7 (24)

Mfc9 6]

oa

75

CO 2 5 6] TLC : R f 0.12 (n-^it> :

X^;l/= 1 : 1) ;

NMR : 5 7.20(2H.m), 6.90(3H,m), 4.35(lH.m), 1

90(2H,m), 1.55(2H, m),0.95(3H,m)o

CO 2 5 7] mMM7 (2 5)

Cfc9 73

^
SV^V

"COONa

CO 2 5 83 TLC : R f 0.24 (n-^1J-> :

X^JP= 10:1) ;

NMR : 6 2.0&-1.02(14H.ra), 0.92(3H,t) o

C0 2 5 93 $mW7 (26)

Cfc9 83

COONa

[0 2 6 0] TLC:Rf 0.5 (n - ^v* : g«
X^JV= 3:1);
NMR: d 2.04-1.00(16H,m), 0.94(3H,t) o

C0 2 6 13 $mmi (27)

[Yfc 9 9 ]

XOONa

CO 2 6 23 TLC : R f 0.56 (n-'vfrU-^ : mk
X?)V=1 : 1) ;

NMR: 5 3.24(lH f dd), 2.63(lH,t), 2. 60(1H, t),

1.90-1. 30 (10H,m), 0,97(3H,t), 0.94(3H, t) „

C0 2 6 3] $mm7 (28)

[fbl 003

COONa

COONa

CO 2 6 4] TLC : R f 0.11 (n-^\^1f> : fflk

X^;P= 10:1) ;

NMR : 6 5.85(lH,m), 4.98(2H,in), 2. 50-2. 00 (3H,

m), 1.20-1.70(4H,m), 0.93(3H,ni)o

CO 2 6 53 mfi&m7 (2 9)

[fcl 0 13

50
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(41) <&H¥7-3 1 6 0 9 2

79 80

COONa

[0 2 6 6] TLC : R f 0.29 (n-^-y-> :

X^=3 : 1) ;

NMR : 6 5.80(lH,m), 5.03-4.90(2H,m), 2.27-1.95

(3H,m), 1.65-1.15(10H,m), 0.89(3H,t) o

[0 2 6 7] $mm7 (3 0)

[fcl 0 2]

COONa

[0 2 6 8] TLC : R f 0.31 (n-^\^> :

x^;i/=5 : l) ;

NMR: 6 2.19(lH,m), 1.65-1. 12 (12H.nO, 0.90(3H,

t), 0.89(38, t)„

[0 2 6 9] Ummi (3 1)

Hfcl 0 3]

COONa

[0 2 7 0] TLC : R f 0.37 (n -^it> : fi^H

X^= 5:1);
NMR: fi 2. 30-2. 07(18, ra), 1.65-1. 10(108, m), 0.9

5-0. 75(6H,m)o

[0 2 7 1] «fiW7 (32)

Mbl 0 4]

COONa

[0272] TLC : R f 0.31 (n-^vHJ-> :

X^^= 5:1);
NMR: d 2. 27-2. 08 (IB, m), 1. 65-1. 15(188, m), 0.9

5-0. 85(6B,m)«

[0 2 7 3] mmm7 (3 3)

[fci 0 5]

COONa

[0 2 7 4] TLC : R f 0.50 ( n - 'VfrtfV : ftlft

X^;U= 3:1);
NMR : 6 2.25(lH,m), 1. 70-1. 20(14fi, m), 0.93(6H,

m).

[0 2 7 5] £ttOT7 (3 4) - (3 8)

[0 2 7 6] %Mm7 (34)
[ftloe]

COONa

10 [0 2 7 7] TLC :Rf 0. 11 (n -A>=$wj->
:

x^JV=l : 1) ;

NMR: 6 3.65-3.45(2H,m), 3.71(lH,td), 1.70-1.3

0(6H,m), 0.91(6H,t) „

[0 2 7 8] ^J£0iJ7 (3 5)

Hbl 0 7]

COONa

a? [0 2 7 9] TLC :Rf 0. 29 (^ P :

/-)]/= 10:1) ;

NMR: 6 3.64(2H,o), 3.35(lfl,o), 1.72-1.25(48,

m), 1. 19(38, t), 0.92(3H, t) *

[0 2 8 0] mti&M7 (3 6)

[fcl0 8]

COONa

30 [0 2 8 1] TLC :Rf 0.5 (MMX^M ;

NMR : 6 3. 66 (28, m), 3.28(lfl,m), 1. 74-1. 32 (8H,

m)f 0.96(68,0 ,

[0 2 8 2] ^#J7 (3 7)

Hbl 0 93

COONa

[0 2 8 3] TLC :Rf 0.5 ffi&^)V) ;

40 NMR: 6 3.66(28, m), 3. 26(18, m), 1.76-1.30(108,

m), 0.96(6H,t) o

[0 2 84] $mW7 (3 8)

[fcl 1 0]

COONa

[0 2 8 5] TLC : R f 0.12 (n-'VfrU^ : Bfg

X9MU= 1:1);
iM6Tlj|lAdt^ &rMmmW6\Z&^Tl 50 NMR : 6 3.67(2B,id), 3. 30-3. 15 (1H, m) , 1.72-1.10
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(42) 7-316092
81

(mm), 0.98-0.83(6fl,m).

co 2 8 6] $mm
Mfcl 1 1]

[0 2 8 7] 2-7u¥)l*2?>m (5 0 Omg) CD

m*^>i£>mm (5m n jc, mtwjwd io

y^iY (3 so mD *toz* 5ox:i:3o^mtmv

Q%*J*^)\,T*>7m%L (3ml) [C, Otti^P
MH©Th7tKD77>^(3ml) **ITU

(^^if> : iKx^=2 : 1) ?*MU
TB©*«fiI*#T*««b'&» (4 1 2mg)
fco a?

[0 2 8 8] TLC : R f 0.43 (n— : flHfc

X^;P=2 : 1) ;

I R : v 2957, 2928. 2857, 1661, 1646, 1466, 141

4, 1397, 1337, 1262, 1155, 1111 cm -1
;

NMR (CDC 13 ) : 6 3.04(3H,s), 2.96(3H,s), 2.65

(lH,m), 1.80-1. 10 (14H,m), 0.87(3H,t), 0.86(3H,t) o

[0289] mmms u) - (6)

[0 2 9 0] (1) 30

iitl 1 2]

[0 2 9 1] TLC : R f 0.19 (n-^\^> : fftt

X^;i/=2 : 1) ;

NMR: <5 5.70-5.30(lfl,br), 2.81(3H,d). 2.02(lfi,

m), 1.80-1. 10 (8H,m), 0.89(6H, t) 0

[0 2 9 2] m&W8 (2)

Hfcl 1 3]

[0 2 9 3] TLC : R f 0.30 (n-'vHJ-^ :

X^;l/= 2 : 1) ;

52

NMR: 6 3.06(3H,s), 2.97(3H,s), 2.68(lB,m), 1.

75-1.45(2H,m), 1.45-1.10(6H,m), 0.89(6H.t)o

[0294] mmW8 (3)

Htl 14]

NHZ

[0 2 9 5] TLC : R f 0.22 (n—Mr1*> : m&
3L?)l=2 : 1) ;

NMR (CDC13 ) : a 5.64(lH,brs), 5.43(lH,brs),

2.11(lH,m), 1.80-1. 10 (14H,m), 0.90(3H,t), 0.86(3H,

t),

[0 2 9 6] nmmS (4)

Hfcl 1 5]

[0 2 9 7] TLC : R f 0.64 (n —v*1*> : I»
X3MI/= 2:1);
NMR (CDC13 ) : 6 5.22(1H, brd), 4. 10(lH,m), 1.

91(lH,ni), 1.75-1. 18 (14H,m), 1.14(6H,d), 0.88(3fi,

t), 0.86(3H, t) 0

[0298] mmms (5)

Mfcl 1 6]

[0 2 9 9] TLC : R f 0.41 (n-s\tt> : INK

X^= 4 : 1) ;

NMR: 5 3.59(2H, t), 3.49(2H,t), 2. 73-2. 58 (lfi,

id), 1.75-1. 45 (9H,m), 1.45-1. 10 (llB,ni), 0.93-0.81(6

40 H,m) .

[0 3 0 0] $mm8 (6)

[fcl 1 7]

[0 3 0 1] TLC:Rf 0.20(n : j

x^;p=4 : i) ;

50 NMR: 6 3.67(4fl,s), 3. 68-3. 60(2H,m), 3.59-3.49
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(2H,m), 2.69-2.52(lH,m)» 1. 74-1.5K2H, m), 1.50-1.0

8(12H,m), 0.93-0.80(6H,m) •

[0 3 0 2] ^B£M9
Mfcil 18]

COOCH3

[0 3 0 3] ^V^D^r^^ (1.6ml) <DMfr

THF*« (10ml) \Z, T)Vzi>mMT, 0t;Tl.

6M n-^^U^AC0^1f>mt (5.9ml) £
«TL. 3 0»RHHH/fc. SJSSttte^^ 2-y
PejK>^;i-h (l.OOg) ©THFWH (3m
1) &-7 8tT?iTU 1 5^WL, 5^1:2 0

#MSH*b&. Kfat&&mz, mautM* ai7g) co

THF»«E (2ml) £-7 8t:TinA, IltlW

yAW*7A (AW>:»iX^=4 0 : 1) T
«mu TB0!)«rt£«6«rr««iHb«tt a. 37g) *

TLC : R f 0.45 (^*U"> : |«X^=1 0 :

1) ;

NMR (CDCb ) : 5 3.76(3H,s), 2. 1-1. 8(4H, m),

1.6-l.l(4H,m), 0.92(6H,t)o

[0304] mmi 0

Mfcl 1 9]

CI

COONa

JUigffc (3ml) 2-^^;P-2-^t-> (0.2m

1) ZiMtto 2t>\Z* S&^gtf-HJ^A (2 4 8m
g) «h'J>i=:^th'J^A-r^ (2 15m
g) (1ml) ^iaT3 0^«#b

^=1 : 1) Tfif&U 7U-0*^>ifr (1 5

i0 Omg) 7U-CD*;i/^>^<DX^y-;^
»(3ml) IC, lNM»h'J^A*M(800
/x 1) £Jta;t, *flET«»LT, WMtt&to (1 3 4m
g)

[0 3 0 7] TLC : R f 0.11 (^\^> : gf&X?1

)V= 1 0 : 1 ) ;

I R (KBrS) : v 3449, 2963, 2876, 1600, 143

3, 1402, 1132, 763, 665, cm 1
:

NMR : 6 1.28-2.14(8H,m), 0.95(6H,t) o

[0308] m&mi 1

20 Hfcl2 0]

COOH

[0 3 0 9] (±) - 2 -^Jl^\^>m (5g) £
<fctf*~> (5.6g) £5 0%^*7-fe h> (2 5m
1) fcJD«ftiB<»a*fc*, -«i«LT«mLfcllMifc

*>mm& (6®) vtc. n#iMi&&ftmmtzmMv. x

ffc^& (19 Omg) ^fco
i&feg: [a] D -8.7° (c=2.59, CHCI3 ) ;

I R : v 2964, 2876, 1708, 1461, 1290, 1231, cm

[0305] mmmwwkhittt&m (6 o omg)
®ft4cx-7-)HMe (10ml) tc> T^^MSTF,
OWJf^AT^^-^AA^f K^-f H (1 1 9m
g) *1M?L.T. 3 0^WIL S«iB^»ft, X-

y)U%7& (s\*D-> : »SX^= 10:1)
U 2-^nn-2-yntf;^>^/-";p&#^o d
®^Oj»S*^DD^^>^ (14ml) fc, T
;n*>S»T\ 4 a^I/^zl^v~^x (i.5g)

^AKtruv^A a.29g) &jha, mM-emmn

[0 3 0 6] Kfcm&®*. X-ir;UT?&RU ->u*

[0 3 10] ###J8
[ft!2 1]

COOCH3

OSOaCHg
[0 3 11] 7JH*>#BS&T, fh7tHD77>
(thf) (5mi) tc, u^z^-fyynt^rs
K©a.^ > h ^ t H o 7 7 >-x^)K>if>m
m (2M, 5ml) - 7 0t:*T^23ILfco #
G»nAc^^^>^ >i^^l/XXf;l/ (1.33ml) <0

THF (3ml) *«€«TU -7 0tT3 0MI
50 #Lfce #Cfc:/n/t:J—;P (0.72ml) ©THF (3m
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1) ig&SriSTU ^SgrCSSICl 5#lffl«l*Ufc. * g) <hEZ*g£& (1144mg) &#fco

Kj&M&mz&ft&{t7>^-02±7km&&M7L. CO 3 1 5] gSffiWl 3

x^-camu ttai«&7K*j<tv®ftftm*~cmx$z tfl; 1 2 3 ]

^PTh^77^- (a,^>:^X^;P=9 : 1)

T«*LT, kHD^># (7 5 2mg) ^ v*- ^COONa
[0 3 12] 7;^>S?ffl^lT> tHD*-># (5 5 0

mg) CD^t^^PV (10ml) fettle* hUX^P CO 3 1 6] 2T?«Sl/fcE* (1 6 Omg)
7S> (0.57ml) MfcJU -20mMlL 1§ lClN*»ftth lJW*M (3gml) ^
SnfeHRt^VWD^-f H (0.29ml) HTU - i0 fiTflWrHK $ 6fc 5 0tT 1 HUB. -tUTSeicSHB
20 10tT3 0#Rgft#Ufc<, T 1 2B$ro£#bfc. EJMSX-xJPTWRU

IMx3\>PT»fflb&. &tfJ&£afrfnfc&* ttATiMKU Ni«ftjDnAT»tttUfc«,

[0 3 1 33 £HM1 2 *7A^D"7h^77^- : iSX»=l
[ftl2 2] 0 : 1-2 : 1) Tlt&U 7U-©*^#>i# (1

X\ 1 7mg) 7»J-©*;V*>»#S^W>

a? [0 3 1 73 TLC : R f 0.22 Cv*U*> : i8x^
[0 3 1 43 7,fc=f>#HaT> #*«7T«fiLfcfc ;W=3 : 1) ;

(10ml) feftfcDBU (0.56ml) I R (KBr&) : v 3436, 2962, 2933, 2872, 164

£Un*_, SiTl 6B#ft88l#bfco Sl&i^lNlli 9, 1558, 1461, 1411, 1111, 849, 798 cm 1

;

*ca£r. »«x5F^T?»fflLfc. co 3 1 83 wnmfcm : ^pucdss^

y'Jijy;^7A^D7h^77^- ("\*tf> : 0 0m g CD?£tej£#£^rrS&#J 1 0 0 m*ntz..

X3^=2 0:1) T«fitT, HM?&*I (1 6 4m*
•5, 5, 5 - MJ7WP - 2 -^DKM>^>it h U 1 0 g

-mmm^u^-jvmtDVz^y^ mmm • 2oomg
xfru^^v'W mmm 1 o omg
•WBftiz^n-x 9.7g

[03193 mmrnm 2 : ®M(dw& * 0 0m g ©isttfit^s^t-s*ao 1 0 0 fB£#fc.

• 2-^ntf;i^>^>«±hU^Aia l 0g
• wm>fv^-)\m%)Vi/Vj* m#m 2 0 omg
• Xf7U >iT^'>»)A (iBtftfffl) 1 0 Omg
•«Mt^D-X 9.7g
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tern

e r

T
E 4

iE »

(51) Int. CI. 6 t®B»JI2^ /?l*!&3£#^ FI tSfli^ffiffi

A 6 1 K 31/22 9455-4C
31/23 9455-4C

31/44

31/445

31/495

31/535

C0 7C 51/36

53/128 9450-4H

53A34 9450-4H

53/19 9450-4H

57/03 9450-4H
57/30 9450-4H

59/125 A 9450-4H

59/68 9450-4H
67/303

69/02 9546-4H

69/63

233/05 9547-4H

233/07 9547-4H
233/25 9547-4H
233/54 9547-4H

C 0 7 D 213/40

213/75

295A8 A
z

// C 0 7 B 61/00 3 0 0

C 0 7 C 323/52 7419-4H
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